t 



PCT/CN 00/00041 



m 



4 



if H: 99 03 09 



* if 



99 1 02848. 1 



* if m S'J: £ 



s CTf 



^A<?£i&itA: 



PRIORITY 
DOCUMENT 




if A: ffiM*ll^3fc^^PB&Kl 



t $ A S ^ fP 1 




00 ^ 03 ^ 05 0 



1. —*f4-$tfo-&tfP)m$.&to, £kteT?']i-^&^: 
i i ) # ftftms.frft Xfoik; 

( 3 ) ^'J 6*1 HLB 10 19 $t]-%7K-\±&faft'&M ; 

f^s^fcbW^ 1 : 0.1-10 ($*J:b) . 
^^LSf6^tb^J^7 1 : 0.5-5 (iirtb) . 

5. 4M&£U']-^4<- 1 6«*fo£R^,' HLB<£*7 10-19 tf&ftft 

■fi. fl'J 4. 35.11 ^ #P «i>& # & . 

8. ^^j^7^^^^. % terns, fr^t&fcmtt? 

' DKA 70% ( ) tf&iife. 



1 : 0-1000 ( ^Jrtb ) . 
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# % &&&& 

^s|i^i^j=-#il^>^4Mt^^^^S^'^^^^; ^ HLB a 
7 jc_#j|g^#H£) # 10 5'J 19 ft-&7M$L&&ft'm)%t%feM; 

1. 

&-\!k&frAStfa-Jk, Xfc1t-£SLfaX£&M-% A ( Hp Cyclosporin A i& 
Cyclosporin , ffi#CsA ) , 4.-*t* H 

43vK, 1202.64 , ^ifb^^K^^, v&tf-t'M*-*^ 

itb ^af. ^fi^. JMMP#^>&4fct$>&. ifc-f 

^^^ft^%^^-f^Z,WM-^-JB, M, HLB>fi.^7 3 <Mj^v£'& 
*]Labrafil M 1944 CS ^Ltt4*j*^*JA— ^t>*^*J- ^*J*J* > 

3. *t ## . *J *M «oJli # *'J *J ^ * - t * * * ft fa 

>mm.;Jm&.*., torttk&wmjtxi 4~6o% e 



Hfl ( sandimmun Neoral ) " ^ ( Implanta ) " . 

*t ^Atftf tf^*^**^. i*fti$.& 

folktfttW^MA 0. 5-15 % , £jtbtb#']&H)F*l, *JL^7K* 

#L tot* . *r fit ar & ^ D ^ ^ ^ & * ,J ^ A ^ 

•fefc. . • . 

P^^i|-6^tb^J^ 1 : 0.1-10 (fjrhb) , #,&>&^J|*S&#]6$ Z^Sf-^ ft 
jiS*0^b#J# 1 :. 0- 5 ~ 5 $L4ktl&)% 1: 1-3 ( «Jfc ) . 

3. ^ HLB 10 fij 19 tf^zMMtft#'l4#J^^^N- 

;MC E >/li^iL'£^t > HLB -{5.^7 10 f!j 19 ft ^ ^TMt&tf&vgr 

#f, ^/Mfe^$Ufc*to. HLB^UL^ 10-19 tf&ffi 

ifrH,^>*^^-4fe, > Cremophor EL , Cremophor RH40 . Cremophor 60 
i^AiSj^, -ko Tween 80 * Tween 65 . Tween 20 My rj 52 . 



***** 8 + * ***** «.^4**.£*b * 

tt + *44tf;MM*JK*fr«£# Cui,^-. s.ft&* 

7jc, ^^-^W^, &**mzfr*?MMH% 1 : 0-1000 

at. m & v A # * to wa/tT^TW * 

6 *M* /SJi * ft * , Wfi&St&ti***-* « « # 6 * 



^gl^r^gf-vfl^^ 230 

400 
220 

m& iooo 



50 

Z^^^o^j^^^'A 100 

200 

: 130 

iooo 

^ * ( ) 

W&H^ 20 
^Sf^^jLgfv^^ 50 
&&£^!Mfc* 90 



1000 

<feU M^^^t^i 3MH^fc(ffi#3MHM££, i^-L^M 

-i)^#f^^^- a^^ ##*r^ (f^####r^)41^i&n<#$£ 



^^■#Afrtb&. HPLC feffi 3P87 fa NDST 

5fc, ^r^*r-f-jf"*fd»^JKLlt^ AUC ( jfef§i&l— Bti^^^TSr^^, 
m$L£.M*\tf\Jttf3L-g:4-$t) 11. 4 3±2. 48 , 16. 77±2. 49 J? 

5 16. 39±3. 54mg/l*h; Cmsx( jk^j^^.^'J^^Bt^^A ) 1. 56±0. 25 , 
2. 38±0. 38 J* 2. 47±0. 42mg/l ; W ( jkg§&jg.&f!]«NiLBt6t Btl^i ) 
2. 04±0. 54 , 2. 00±0. 56 J* 1. 62±0. 38h . # 

, 0 ' &$%^5^^ift^d4&ty1&$LM%tf£&WftjLfr&\% 73. 4±25. 2%jfc 
105. 0±17. 9%, M^^a^^^JT^^^r^i^^^*^^^^^^^^ 

12 m&&$;%t%fe1k&.* 

is &&fa*$LJ6L&&, &%-t\&&*"fomi&$. -kMm 

fa-it n itft ^ 1^ . € ^ faj &h 

9201C, i^rM 0. 976 mg / mg) 

20 s^tl-fc D(j35# CsD , ^itt^?5- *tia^, -ft# 

f*3#), ^98.4%, ^;i|^t^rXik^^^f^, 1. 2mg/l 

it&afcaMB &-flMM7 LC-6A ^ , SPD-6AV ^&tm&m&; 
CT0-6A £l>&3| ; SCL-6A % H; FCN-2AH $ &. J W&M ; CR-4A 

#&*t3gjfc 0 SI/" LD4-2 ^'C^LjfpTGL-16 Sil^'^^l*. P-133$bfrl. 

-t^lt^ ML&$4?$.i&&& 4 <hN\ 12 AJi^/L^ 3 ia, #|JL 
30 4-A. ^t-t^ 1 i& 4 ZwOJlMMfr-f- JK.lt 500 mg (20#£), |^fi4AD 
JSMSfrlMr-f- 500 mg (5ml), # 4 Ao^lr Jji^^l: 500 mg (20 
3 300 ml ^^(/f)^. 4 *b#Jei&10L—fofe4: 



DJ3M^f 0.5, 1.0, 1.5, 2.0, 2.5, 3.0, 3.5, 4.0, 
5.0, 8.0, 12 3124 'httfr&Mrfa&.&fo&fc&Tft^fo&i&f'ft, 

^^i-^^jk#^J:#ii#^^J^. if^jfc.#^ 1ml -f 5ml $ 
S^^H-^'^'f t» CsD ;Mt>fc 1. 0ml , f Sf- 1. 0ml ^i^t 

1.0ml, ik.W&>% lmin , g <^ lOmin (16000r/min) , JL Ci£,g- , , 
^.T>&7fr^-f 1. 5ml ^<uf t, 10min(16000r/min) , 1. 0ml i£ 

#^*f. ^MtjLft-glfti RP2 4i(30 x 4.6mm, 25 ~ 40jim) , ^ 

^>^^^f S|: 7^(65:35), >£il lml/min . ^tN"^^ 
lOnin , SLt/jHfflft lmin; ^M^m Shim-pack CLC-ODSfe (150 x 6mm , 
5\i=i) , jffa^JiiSl'f ODS , 10 x 4. 6 mm 10|im) , teig. 7 0 °C , frfa'A 
0. 025mol/l (82: 18 , pH2. 5) , lml/min , 

210nm , 0. 02AUFS . ^>£*J & CsA #0 CsD 

fa%HW&9. 2min^ll. 2min .^(M^&^itj te^*, £ 0. 025 - 3mg/l 
£2 J*3 J.j£»t±:£/fc, y=l. 04*10-3x-4. 06*10-3 , R=0. 9999 , v'Mt®L 
3 if, ^I&£jM£#];&>!£# 0. 01mg/l . £*t&®J*|, ^#J3*itj, 
^-^f&SMtft CsA 1 ml , 1 ml £6£-jfa., CsD i#fltL 1 ml 

^.SS^l ml , iktfh%L$l 1 min , &jL>£i£4T*tS,£»J£., ^ CsA 6\> 
( H ) ; #WB|SJ^I>1^ CsA 1 ml , 1 ml 7JC, CsD Ji 

ft -A. 1 ml , 4t«>fL^ 1 min & jL-&i*t#*J£.. 4? CsA 6^jtj ( Ho ) , 
^ H/ Ho^7^tS7^, ^-^^^EJ^A 98. 5%(^ 1) , -^^^ 
99. 3% 2) . ISJ#««J# EI f*j RSD % 2. 3%, 9 f§] RSD # 2. 6% 

3). 

m ± 34 !/1 mtL ^Lfctf^^Jh-Pi fcfiL Bt f«I & ^ , Jt ^ ^ ^ A ^ JLJJEL 

^ ^^rfttf^ 6$ -f - **> jfa.i$ $Mt Bt IhJ & & , A'f^JJSL^I 

if £ #r -fojjt^^^ tyJn.gj$Ljt itf ft * & . 



t ®^J£#^^j^T6^^^^^7#it#^ 3P87 ^ 
mfoMZ-fr NDST , £ P-133 $tffl_hi£*T*tS. fatejfo.%feJttf%.<lt, 

m ge-^f 1 

11. 43+2. 48 > 16. 77±2. 49 4 16. 39±3. 54mg/l*h ; Cmax 1. 56±0. 25 , 

2.38+0.38 Mi 2. 47±0. 42mg/l ; W 2. 04±0. 54 , 2.00+0.56 Mi 
1. 62±0. 38h . 

(2)tkte*)MJt ( Fte) 6ttf#: 

^m^-fl^^M^M-f AUC 

F= x 100% 

f/r^i&^M* AUC 

^#]# 73. 4±25. 2%^ 105. 0±17. 9%, 4£ :M] 4& -£+ # ^ #] 69. 
102. 3%. 
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$£1&Hr X-#3M&^-£A( Cyclosporin Ail cyclossporine, 
mfo CsA) , ^—#1*7 11 ^£J&&&,2U&&&3ts&£llk&& t 

*^ft* 1202.64, 
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( sandimmun Neoral ) " ^» "^-^-i^ ( Implanta) " . 



WO 00/532 



PCT/CNOO/00041 



&&&&& ft #3L^M*± 

ik *ia^«r t 5£*fcA^*r3&-*-«* *b*l T o. 5 ~ 
*fr ft 6^ JP*-*- a *l £ # *fl J8 dL 

(1) ftX&mJLfrtfjZt&^r; 

(3) HLB ^ 10 f>J 19 til 

(4) #i5r**'ttflL^^t-^**&^*^^JBJ»-^ 

( 5) T^F^vV^^u^it^^ 

*&^*Tia«4hA4kJBtjk*l, ft0L*K ujJUfc 
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(1) ^^tfe^tt****; 

(2) 4$%&M£ t &&&&ft&M¥l 

(3) 4Mr HLB 10 $j 19 6t#*'fcMl37>£4£ 

3L^>&, £t £*SM*»ft— Sf#rts#I;$ 1: 0. l~ 10 (iJrtb) , 
^i^^^^J^^Sl-^^J^^^tb^]^ 1: 0.5~5(«;*t), 
1: 1-3 . 

IMM^M, HLB ^ 10 

^it^|-f-«f, *0A*fc;U&$L4fc4b. i£H HLB 10~19#i4t& 
^#.#JilJt&&^tt>&&^Mfr, db» Cremophor EL, Cremophor 
RH40, Cremophor 60, ^i&SJI, Tween 80, Tween 65, Tween 
20, *> Myrj 52. #*JftiM*JL&|LZ**fr1l;fci**f- 
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*>*#.ia^^t-^*t«*^JWJKr^^ 8-28 >MLg-f-tt c„o- 

v v o — 28 

Aifc, *^#.fe^t^«^^je»Ai?r^ 1-24 

C 10 _ 24 ^— , ^ JM^&3L&. DHA ^-f- 70%^ 

fci&ft%&>)UB.fr&imm&%& 14-22 >MUfc^tf 

&t^#i&^*#*t#|# 1: 0~ 1000 ( i^it) . 
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fl-f: ( & ) 

ffcfo-fc 100 

^^^j^m^^A 230 
fflfL^fDM? 400 

220 

E 2 



1000 ^-fr 



&*fe*J 2. glfc-t-JR. ft 44 4h 

Sfr^Mt 50 
^Sf^»^— Sf;&^>£ 100 

200 

##]^.>& 130 

1000 5£JK.£ 

3£&t$: 20 
^Sl^ft— 50 
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60 



90 



MA 



1000 %^ 



WJ&^ffimK^Jj^^&sklflk^ &M$L&m HPLC &&*H, 
«./8 3P87 3* ^ST^^M.i+^ii^t^^^^^^ge.xt t 

^ AUC ( jfirl^^L^— BtfgJ^^T^S^, «lll^i^^j^>^^i 
$r$^t)$~m% 11. 43±2. 48, 16. 77±2. 49 16. 39±3. 54mg/l*h; 
Cmax ( jk^^L^^^iJ^r^Bt^^^) l. 56±0. 25, 2. 38±0. 38 

2. 47±0. 42mg/l; Tmax ( j^Jti^iJ^-fiflt^ Bt fa] ) 
2. 04±0. 54. 2. 00±0. 56 J? 1. 62±0. 38h„ 

AUC. Cmax, Tmax £#^^J&|tJ?#r£.*fr-TS #0*^$ 
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&*]ft&Jfr»\2l 73.4+25.2%^ 105.0±17.9%, 
&&&& 12 &A^$&.4kJtLti&£jX t £ m 

^T^ ^&^r^r, 0.976 mg / mg) 

D(j^# CsD, ^^Jrt^^— #^a^ 
£fc,JL 98. 4%, ^;i)^^^rXJk>9f^^-^^t., 
1.2mg/l &jfe'%L4b-m 

&&&:fc&iN>Ufr&*£ LC-6A $Lte SPD-6AV 

CT0-6A £LiSH; SCL-6A FCN-2AH ^^.^J 

4fef$; CR-4A &#*ta*JL. LD4-2 ^jM* TGL-16 

P-133-$bfrL„ 

^iMfr* &ASL£g4t 4 12 AMM>fr% 3 £ft, 

#&4A. 1^4>^a^#^f«^ 500 mg (20 

4 ^tflMfr##Hp- 500 mg (5 m 1 ), 4 ZvUJlfL 

*rJj*fe.»!8JK.JE 500 mg (20 £L), 3lR^# 300 ml ^^^(jf) 
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1.0, 1.5. 2.0. 2.5, 3.0. 3.5, 4.0. 
5.0, 8.0. 12 JL 24 'MtfAfc^JML. A#4Lj|fc£-f jfl^tfc 

-£^1*1, S^7#^#^^^f--401C^'J o 

5ml ^"t^^ CsD l. 0ml, *fS| 1. 0ml 

^jE&M; 1.0ml, ikifo^ lmin, lOmin (16000r/min) , 

^Tvg-if&f- 1.5ml |.c;f t, & .a 
10min(l6000r/min), Jf*. 1. Oml 3t#^*r. RP2 £i (30 

*4.6mm, 25 ~ 40jim) , % § *Hfc3Mfr;te# ? if: tJc 
(65:35), 2S.il. lml/min. ^->ffcBt^^ lOmin, JE^jBtfaJ^ lmin; 
^^^^1 Shim-pack CLC-ODS (150 * 6mm, 5nm), 
(ODS, 10x4.6 mm lO^m), #.S 70r , ^JfrSMfr;^ 
0.025mol/l ;#g£4£-(82:18, pH2.5), lml/min, 

210nm, i>L&JL#JL% 0. 02AUFS. CsA CsD # 

# & at fSJ ^ 9. 2min 1 1. 2min. ft *t Jt*. £ 0. 025 ~ 

3mg/l ft Wi ft M. >\i. & & , y=l. 04* 10-3x-4. 06*10-3 , 
R=0.9999, ?Mtmt%3if, *tto£JMHH 0. Olmg/1. 

^jfc&Srt, ^JjpLj^ t^&JMLtt CsA 1 ml, fa^ 

lmlS&^jfe, CsDi#>^ Iml^SL^ 1 ml, lmin, 
#-h&-i£*r*t^£*J;t, # CsA (H) ; -j|JMiSlM^ 

CsA 1 ml, ;fayN. 1 ml CsD X^>^ 1 ml, ^#5>&^ l m i n 

>£i-^i£#$'J;t, # CsA ^^rj^ (HO) , icl H/ HO ;HrJNfcl5f#t 
4, *- i p-J$#-4fci3*t*jS: 98.5K(4t 1), -f-JSsgrifrBJjIfc^^ 
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99. 3% OH 2). 1SJ#«'J# 9 1*1 RSD %} 2. 3%, 9 faj RSD ^ 2. 6%(^. 

3)„ 

Btm&^JL® 1„ ^-t#^#^*« 

^Bfrfl ( 'Mtf) , Hl*#4L*AJ5*./l. (mg/1) . St-^^^ 

^.*,^^J!IL^^aiJfc^#tJ&|t^^-^^jfel5^^ BtfSJ* 

Jt^^^.^4LJlL«*^ftjR*:J&^-f-^AI5*.iL 

(i)^m*®n&%4?mTtt%mMK^*%ii$i-m.fr 3P87 

^iff^M,i+#l^ NDST, £ P-133 -@t*LJi^t^:3g 0 

^tWfr-'MHL #r##^&**rJi*MJitt auc 

11. 43±2.48 , 16. 77±2.49 16. 39±3. 54mg/l*h ; C m 

1. 56±0. 25. 2. 38±0. 38 2. 47±0. 42mg/l; Tmax 2. 04±0. 54. 

2. 00±0. 56 M 1. 62±0. 38h„ 



^MW&fc^WMH*- auc 

F= x ioo% 

*rO*Jfc«9JK.^ AUC 
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(F ik) 73.4±25.2%^ 105. 0± 17. 9%, 

% 69. 7%^p 102. 3%. 



Jl 1 m HPLC t CsA -g-fTHfcl^jjfc^^ (N=5) 
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HO 




RSD(%) 


^4*. 


(MF/L) 






#■(%) 






0. 101 


729 


740 


98.51 


2.01 




0. 504 


3566 


3641 


97. 95 


1. 83 


98. 51 


2.018 


14456 


14593 


99. 06 


1. 05 




4-2 /a HPLC &-te>4fe**l;t£-jfiL t CsA ^*^&-1=7j&4ML (n= 












SD 


(MF/L) 


(MG/L) 




(%) 




(%) 


0. 101 


0. 101 




99. 81 






0. 504 


0. 496 




98. 41 


99.31 


0. 64 


2.018 


2.012 




99. 70 
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^ 3 m HPLC tzto&titm 7t4-M t CsA &ik$k%zJt& 



#->!t(MF/L) 


El 1*1 RSD 


N<*) 


9 fS\ RSD 


NW 


0. 102 


1. 76 


5 


1. 88 


3 


0. 505 


1.48 


5 


2. 34 


3 


2. 070 


2. 27 


5 


2. 57 


3 
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( 3 HLB^ 10 19 tf^jMM^i&^UW; 
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#.##h «BM>U tfJJBJ&;&. 

3. l ^^^iSi^SA^M¥jZa^ 
-^^j^Sf^tb^J^ 1: 0. 1~10 . 
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J? 03— 6M$ 1: 0. 5~ 5 ( tJrtb) „ 

5. JM&fc^J-IMt 1 HLB^ 10~ 19 # 
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8. 4M&&#]^-£ 7 tt$4fc&L^4fr, &*tt%temsLfr&j* 

10. 4M&&#JJML 1 ti$4*&£^b, 4tt##*MM&^ttJL 

;*^DHA^J:^ 70%($*) ^&.>£ 0 

11. *M&&#J-IMe. 1 ft *t#^>*'^JL^^t 

12. JS-£ 1 tf}$j%i%L&%i, ^t^'J^M^^c^tb 
1: 0~ 1000 ( tlrtb) . 

13. l ^n^iiA^, 4&tft*a£*4feTtfi#i4h 
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